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Response to Applicant's Remarks 

Applicant's response on April 27, 2009 filed in response to the Office Action 
dated December 26, 2008 has been received and duly noted. 

In view of this response, the status of the rejections/objections of record is as 
follows: 

Status of the Claims 

Claims 1, 4, 5, 6, 7, 12 and 14-18 are pending and rejected. 
Claims 15-18 are new. 

Claims 2, 3, 5, 8-1 1 and 13 have been cancelled. 

35 USC § 112 Rejection(s) 

The 1 1 2-2 nd rejection regarding the term "carbocyclic" has been overcome in 
view of Applicants amending the claims. 

The 1 1 2-1 st rejection regarding the terms "use of a compound" has been 
overcome in view of Applicant cancelling the claims. 

The 1 1 2-1 st rejection of claims 1,4,7 and 1 2 regarding the scope of enablement 
for the entire scope as claimed for R1 , R2, R3, R4, R5 and R and claimed substituents 
have not been overcome in view of Applicants amending the claims. In previously 
described Non-Final Office Action, Examiner clearly outlined the compounds Applicant 
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was enabled and the compounds which Applicant is not enabled for regarding claimed 
compounds of Formula I. 

For instance, Applicant claims R1 and a combination of R1 and R2 to 
heterocyclyl. The definition of heterocyclyl is defined below as shown below (see 
bottom of page 3 and top of page 4 of the Specification). Applicant is not enabled for 
scope of instant invention as claimed. 

Hstefficyeiyt toondsdi via a ring cartoon or ring nSbogon atom contains generally foam 4 to 8 , in 
paff icular from 5 to 7, ring atoms, and may have 1 of 2 fused«©n phenyl or eyetelJcvl radicals* 
or else be present as a spifo OTmpownd. Examples include pyrrolidine, pipefidino, plperafcino,, 
mofphoiino, thfomorprtolfno, totran^rofyranyl, furanyl; pymnyf, toirahydmpyr&rtyf, IftasJyi, 
oxazofyl, Imidaxofyi inddinyl, isoindeHnyl a^^hydrebenzftnidazolyl, 1,2,3,4- 

t^tmhyc^uinoiyJ, 1 f 2 ( 34-t0SjBhydmisoquino^1 t l ( 23,44atmhydrc>13^a«md^ilnyt, 
1 f 2,3,4-tato»hyd*o-1 ,4-tosnzodia^nyJ, 3,4^iydro-2H-i A^rasoxazinyl, 3AdiBydK>-2B-1 Jt 4- 
beflaaothiasnyi, a^^hydro^aH.tS-bereo^iazinyi, 3ASA?J^xatoyilrQ«2H-t,4* 
benzoxajynyi 3 A5,SX8~nexahydro*2H*1 ^^toenxothiazlny}, 2,3,4,5 4elra^?d{0~i H»1 - 
to0n5»i6,7-&|azspfftyl and S.S^ydtfQpf^rwtondmyi. Tne radicals mentioned may fee 
ynsutosi&yted or N-suPstluted end/or C-substfeifted. in whicfv cas« in particular 1 , 2 or 3 
saPsltonis may toe present. 

Applicant argues that given the starting materials and guidance as disclosed in 
the Specification, one of ordinary skill in the art would be able to prepare the claimed 
compounds with undue experimentation. Examiner respectfully disagrees. 

As disclosed in Specification, there is support for R1 and R2 being H, 
tetrahydropyranylalkylcarbonyl, piperidinyl alkylcarbonyl, alkylcarbonyl, 



phenyloxyalkylcarbonyl, acetyl, phenylalkanoyl, cyclohexylalkylsulfonyl, alkyl, 
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cyclohexylcarbonyl, alkylaminoalkyl, imidazoylalkylphenyl, alkylaminecarbonyl, 
indenealkylcarbonyl, pyrid inylal kylcarbonyl . 

For instance, according to the instantly claimed invention, Applicant claims R1 
and R2 in combination with the N atom to which they are bonded claims the following 
structure. 




Clearly, based upon the starting material and guidance as provided by the Specification, 
Applicant is not enabled for the claimed scope. One of ordinary skill in the art would not 
have sufficient guidance to make the compounds of the claimed scope (i.e. in absence 
of starting materials or how to make starting material and synthetic guidance on how to 
make claimed compounds of Formula I). A skilled artisan would clearly be burden with 
undue experimentation in order to carry out the instant claimed invention. 

Due to the level of unpredictability in the art, the very limited guidance provide, 
and the lack of working examples, the Applicant has not provided sufficient guidance for 
the artisan to make the invention. 



MPEP 2164.01(a) states, "A conclusion of lack of enablement means that, based on the 
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evidence regarding each of the above factors, the specification, at the time the 
application was filed, would not have taught one skilled in the art how to make and/or 
use the full scope of the claimed invention without undue experimentation. In re Wright, 
999 F.2d 1557,1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)." That conclusion is 
clearly justified here. 

The 1 1 2-1 st rejection of claims 6 and 14-18 regarding the enablement 
requirement have not been overcome in view of Applicant's remarks. In previously 
described Non-Final Office Action, Examiner clearly outlined the compounds Applicant 
was enabled for the claimed methods. 

Applicant argues that the enablement rejection should be withdrawn due to 
information of pages 1 7 and 1 8 of Specification - 

l iecomp .)) i of t.h< preses invent! n exhib rM^mg < tons ir ike 
eu , im -v >ksttv r i ti m v ■ iun\ — t i ■ m Im s v ah v.* ]n 1 rt S t 

Just because Applicant's "undisclosed" compounds exhibit in vitro IC50 values, does 
not enable the claimed compounds for treatment or prevention of hypertension, heart 
failure, glaucoma, cardiac infraction, kidney failure and/or restenosis. 

Note: Applicant has cited Nussberger et al J. Cardiovascular Pharmacol. 1987, 9, 39- 
44 has not provided reference, but relies on it's guidance as a key feature regarding 
enablement of the instant invention. Examiner attempted to retrieve said reference, but 
was only successful at retrieving only the abstract. Did Applicant follow exact 
experimental of cited reference? Were only certain aspects used from cited reference? 
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Were double blind studies executed by Applicant using claimed invention using the 
guidance in cited reference? 

Examiner clearly described how lack of in vitro or in vivo test data may be not 
sufficient to show treatment and/or prevention of claimed diseases. The following is 
used to as further support to rebut Applicant's arguments. 

The state of the prior art is not well developed and is highly unpredictable. 
According to the Specification, Applicant's compounds (as listed above) are alleged to 
treatment or prevention of hypertension, heart failure, glaucoma, cardiac infraction, 
kidney failure and/or restenosis. However, the Specification does not set forth any 
guidance for in vitro assays - only vaguely providing a range of IC50 values of 
undisclosed compounds. There are no teachings of how to use the claimed compounds 
in vivo. There is insufficient disclosure to reasonably predict that the methods and 
compositions of the instant Specification would treat related diseases and disorder and 
altering related physiological functions and disorders in a mammal more specifically 
treatment or prevention of hypertension, heart failure, glaucoma, cardiac infraction, 
kidney failure and/or restenosis using claimed compounds in vitro or in vivo. This is 
merely an unsubstantiated assertion with no evidence to support the contention that 
election species would treat or prevent of hypertension, heart failure, glaucoma, cardiac 
infraction, kidney failure and/or restenosis, with undisclosed species of Formula I. 
Applicant has not shown any cell culture data or in vivo studies for treating affected 
mammals. The Applicant has not shown any art recognized correlation between the 
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data shown and the scope of the claimed invention. 

Even in the event the Applicant did provide in vivo and in vitro studies, the 
ordinary artisan would recognize and appreciate that there is no known correlation 
between in vitro and in vivo results, because the artisan recognizes that an in vitro 
assay cannot duplicate the complex conditions of in vivo therapy. In the in vitro assay, 
the agent is in contact with cells during the entire exposure period. This is not the case 
in vivo where exposure to the target site may be delayed or inadequate. In addition, 
variables such as biological stability, half-life, or clearance from the blood are important 
parameters in achieving successful therapy. The composition may be inactivated in 
vivo before producing a sufficient effect, for example, by proteolytic degradation or 
immunological activation. In addition, the composition may not reach the target cells 
because of its inability to penetrate tissues or cells where its activity is to be exerted, 
may be absorbed by fluids, cells, and tissues where the composition has no effect 
and/or a large enough local concentration may not be established. There are no specific 
teachings in the disclosure that would allow one to have a reasonable expectation of 
success in transferring the in vitro method to treat affected patients. One is only left with 
speculation and an invitation to experiment. Given the breadth of the claims which 
encompass treatment and the lack of examples and guidance as discussed above, one 
of ordinary skill in the art would reasonably have considered that at the time the 
application was filed, that the Applicant was not in possession of the claimed invention. 
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Obviousness-Type Double Patenting Rejection(s) 

The obviousness-type double patenting rejected has not been overcome over US 
copending Application No. 2007/0021399 (11/488,858). A properly executed Terminal 
Disclaimer is required to overcome rejection. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Conclusion 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
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For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to John Mabry, PhD whose telephone number is (571) 
270-1967. The examiner can normally be reached on M-F from 9am to 5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the Examiner's 
primary examiner can be reached at (571 ) 272-0684, first, or the Examiner's supervisor, 
Janet Andres, PhD, can be reached at (571 ) 272-0867. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

/John Mabry/ 
Examiner 
Art Unit 1625 

/Rita J. Desai/ 
Primary Examiner, Art Unit 1625 



